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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 
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Re: Leskovar, P. 

Date of Priority: 04/15/1988 

Response to Amendment 

The Amendment filed 01-10-2005 in response to the Office Action of 07-14-2004 is 
acknowledged and has been entered. 
Claims 10-12 were added. 

Claims 2-6, and 8 have been withdrawn from further consideration by the examiner under 
37 CFR 1.142(b) as being drawn to non-elected inventions. 

Claims 1, 7, and 9-12 are currently under consideration. 

The text of those sections of Title 35, U.S. Code not included in this action can be found in a 
prior Office Action. 

Claims 1 and 9 remain rejected under 35 U.S.C 102(b) as being anticipated by 
Rosenberg et al (Science, Vol. 233, September 1986, pages 1318-1321). 

Applicants argue (Response, page 6) that the prior art does not specifically teach 
eliminating both proliferating and mature suppressor cells (as amended) because it was well 
known in the art that the cytotoxicity of cyclophosphamide was due to its effect on rapidly 
proliferating cells. As evidence, applicants point to the teachings of Mastrangelo et al (cited 
previously) which states that cyclophosphamide "appeared to be working by preventing the 
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development of mature suppressor cells, possibly by selective toxicity for a 'presuppressor' cell 
(Mastrangelo et aL, page 191, col. 2, paragraph 1). Applicants further provide an abstract by 
Adatia, AK which states that "[i]t would seem that of the rapidly proliferating epithelial and 
mesenchymal odontogenic cells in the basal are of the rat incisor, those in the mesenchyme may 
be most susceptible to the cytotoxicity of cyclophosphamide." Applicants interpreted this 
statement as recognition by Adatia, A.K. that cyclophosphamide was cytotoxic to rapidly 
proliferating cells, not mature (non-proliferating cells). 

These arguments have been carefully considered but are not found persuasive as the 
provided references are not supportive of applicants assertion that it was well known in the art 
that cyclophosphamide was selectively cytotoxic to proliferating suppressor cells. First, the 
extracted passage in Mastrangelo et aL does not refer to the addition of cyclophosphamide, but 
rather the addition of 4-HPCY, (4-Hydroperoxy-cyclophosphamide) a derivative of 
cyclophosphamide. Thus, applicants are assuming that the addition of a chemically distinct 
compound like cyclophosphamide to suppressor cells will mimic the effects of 4-HPCY on 
suppressor cells. This assumption, however, does not extrapolate to a "fact" or otherwise what 
was well known in the art with regards to cyclophosphamide. Moreover, in the following 
paragraph, Mastrangelo et aL go on to point out that "Although these data are interesting, they 
must be interpreted with caution, because in vivo conditions may be quite different from the in 
vitro environment. In the experiments of Ozer et aL, lymphocytes were exposed to a single active 
metabolite of CY (cyclophosphamide). Yet the plasma of animals and humans who have 
received a dose of Cy also contains phosphoramide mustard, acrolein, and possibly other as yet 
unidentified cytotoxic compound." Thus, it could not be said with absolute certainty, that 
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cyclophosphamide is selectively cytotoxic to proliferating suppressor cells based solely on the in 
vitro data generated by Ozer et al Secondly, with regards to the abstract by Adatia, AK, the 
reference makes no mention of the effects of cyclophosphamide on suppressor cells. Hence, the 
abstract is not relevant to the claimed method and only suggests (i.e. "it would seem that of the 
rapidly proliferating cells..") that certain rapidly proliferating cell types of the mesenchyme may 
be susceptible to the cytotoxicity of cyclophosphamide. Thus, applicant's arguments have not 
been found persuasive, and the rejection is maintained. 

Claims 1, 7, and 9 remain rejected and new claims 10-12 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Rosenberg et al. (Science, Vol. 233, September 1986, pages 
1318-1321) in combination with the teachings of Berd et al. (Cancer Research, Vol. 47, May 15, 
1987, pages 2727-2732) for the reasons set forth above and for the reasons of record. 

Applicants argue (Response, page 9) that nowhere has it been shown or argued that those 
of ordinary skill in the art had any general knowledge relevant to eliminating "proliferating and 
mature (non-proliferating) suppressor cells" in conjunction with adoptive immunotherapy. 
However, because applicant's arguments are based solely on the amended and new claim 
terminology, all such arguments are deemed irrelevant and cannot be considered. Thus, 
applicant's arguments have not been found persuasive, and the rejection is maintained. 



No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gary B. Nickol Ph.D. whose telephone number is 571-272-0835. 
The examiner can normally be reached on M-Th, 8:30-5:30; alternate Fri., 8:30-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on 571-272-0787. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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